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SARCOMA FOUNDATION OF AMERICA

FINAL REPORT
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Project Title: CSF1 inhibitors in soft tissue tumors Project Number: SFA08-11
1. Date project was initiated: June 1, 2008
2. Period covered by this report: From: June 1, 2008 To: Dec. 31, 2008

Publications, Abstracts, and Presentations:

fad

a. List all manuscripts submitted for publication during the period covered by
this report resulting from this project. Include those in the categories of lay
press, peer-reviewed scientific journals, invited articles, and abstracts. Each
entry must include the author(s), article title, journal [book, editors(s),
publisher, volume number, page number(s), and date.]

(1) Lay Press:

(2) Peer-Reviewed Scientific Journals:

(3) Invited Articles:

(4) Abstracts:

b. List presentations made during the last year (international, national, local
societies, etc.). Use an asterisk (*) if presentation produced a manuscript.

4. Provide a brief list of keywords: (limit to 20 words) tenosynovial giant cell tumor;
pigmented villonodular synovitis: CSF1.
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5. Summarize the progress during the period of this report and its impact on your plans
for the remainder of the project. Include a summary of the progress toward the
achievement of the originally stated aims and list the significant results:

ORIGINAL GRANT GOALS:

Hypothesis: New/y-developed CSF1 inhibitor drugs may benefit patients with advanced tenosynovial
giant cell tumor or leiomyosarcoma

Objective: To establish if immunohistochemical analysis of primary tumor renal subcapsular xenografis
can demonstrate anti-tumor effects by anti-CSF therapeutic antibodies

The primary progress achieved during this period is that our experimental studies have
provided poof-of-concept evidence for the use of CSF1 antibodies as a therapeutic
approach in treating tenosynovial giant cell tumor / pigmented villonodular synovitis,
Specifically, we were able to:
a. Establish a renal subcapsular xenografi model of human tenosynovial giant cell tumor
in a mouse host — something never previously reported.
b. Demonstrate that the human tumor cells are able to recruite murine host macrophages
¢. Show that the anti-CSF1 agent 5H4 is effective in blocking macrophage recruitment
into the xenografi, by immunohistochemical analysis of F4/80-positive cells in
histologic sections of the xenograft, counted visually, in treated and control animals
beaning these implants
d. Show that 5H4 is more potent than Gleevec, which has been proposed as another
CSF1 inhibitor useful for treating tenosynovial giant cell tumor (PVNS) patients.
Cur original grant proposed work on both tenosynovial giant cell tumor and on leiomyosarcoma.
During the grant periced, we had no suitable leiomyosarcoma cases (consenting soft tissue
leiomyosarcomas which had not been treated with radiation therapy) and, given our success with
tenosynovial giant cell tumor, we put all our efforts into this line of research. The outputs of
significance have been as follows:
€. An abstract (acceptance pending), to be presented at the 2009 Connective Tissue
Oncology Society meeting (Appendix A).
f. Use of the data generated with SFA pilot funds to secure a 2 year, 120k grant from the
Cancer Research Society (a Canadian charity funding operating grants for cancer
research). This will fund engoing studied through summer. 2010.
g. Discussions of translational therapies with Novartis, who are currently attempting to
organize a clinical trial for a humanized drug equivalent of the 5H4 antibody, to be
applied to patients with refractory PVNS.

6. In layperson’s terms, summarize the progress during the period of this report.
Explain any medical significance or implications of your results to date:

Previous experiments with our colleagues showed that a tumor called pigmented villonodular
synovitis, which usually affects large joints like the knee and causes severe joint damage, is
caused by abnormal activation of a protein called CSF1. New drugs are available which block
this protein, but to test if it could work, we first had to develop a model — because there were no
established cell lines or animal models that recapitulate this disease. We were able to do this by
implanting the tumor into mouse kidneys, and we could measure how the CSF1 brought mouse
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macrophages into the tumor to make it grow. Then, we gave the mice drugs which are supposed
to block CSF1 and which could be used in patients. We found that they work to stop the mouse
macrophages from joining the tumor. This evidence is enough to support a clinical trial of a new
CSF1 blocker in patients and we are in discussions with a drug company to try to make this
happen, as the next step.
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